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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is directed to compounds of formula I which are 
inhibitors of the beta-secretase enzyme and that are useful in the 
treatment or prevention of diseases in which the beta-secretase enzyme 
is involved, such as Alzheimer's disease. The invention is also directed 
to pharmaceutical compositions comprising these compounds and the use of 
these compounds and compositions in the prevention or treatment of such 
diseases in which the beta-secretase enzyme is involved. ##STR1## 
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AB A macrocyclic inhibitor of p-secretase was designed by covalently 
crossl inking the Pi and P3 side chains of an isophthalamide -based 
inhibitor. Macrocyclization resulted in significantly improved potency 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Macrocyclic compds . of formula I [Rl = H, R4 -S (O) pN {R5) , CN, etc.; R2, R3 
= H, alkyl, halo, OH, alkoxy, etc.; R4 = alkyl, (substituted) NH2 , Ph, 
benzyl, etc.; RS « alkyl, Ph, benzyl; p = 0-2; X = CH2, O] are prepared 
which are inhibitors of the p-secretase enzyme and that are useful in 
the treatment or prevention of diseases such as Alzheimer's disease. The 
invention is also directed to pharmaceutical compns. comprising these 
compds. and the use of these compds. and compns. in the prevention or 
treatment of such diseases in which the p-secretase enzyme is 
involved. Thus, II was prepared from Me 3-nitrobenzoate, allyltributyl 
stannane, m-allyl tyrosine Me ester hydrochloride and N-isobutyl-L- 
norleucineamide hydrochloride in several steps. The compds. had IC50 from 
about 1 nM to 1 mM against p-secretase enzyme. 
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RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of macrocyclic p-secretase inhibitors for treatment of 
Alzheimer's disease) 
IT 847157-12-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) / USES 
(Uses) 

(preparation of macrocyclic p-secretase inhibitors for treatment of 
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CN Hexanamide, 2- I [ [ (4S) -17- [methyl (methylsulfonyl) amino] -2-oxo-3- 
azatricyclo [13 .3 . 1 . 16 , 10] eicosa-1 (19) ,6,8,10(20) , 15, 17-hexaen-4- 
yl] methyl] amino] -N- (2-methylpropyl) - , (2S)- (9CI) (OA INDEX NAME) 

Absolute stereochemistry. 
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